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CLAIMS 

1 . A method for prote^^nga^nimal from cytotoxic side effects 
of the administration of ^mitotic phase cell cycle inhibitor or a 
topoisomerase inhibitoryromprising administering to the animal, in 
advance of administrajjfon of said inhibitor, an effective amount of at least 
one cytoprotective oCP unsaturated aryl sulfone compound. 

2. A method according to claim 1 wherein the cytoprotective 
compound has the formula I: 



O 

— ^ — y — 

wherein: 

i/n is one or zero; 

and Q 2 are, same or different, are substituted or unsubstituted 

aryl; or 

a pharmaceutical^ acceptable salt thereof. 



3. The method according. 

Q A is selected from the group consisting of substituted and 
unsubstituted^)^ 2-naphthyl,^^thiyl^nd an aromatic 

radical of formula 




wherein 
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n 1 is 1 or 2, 

Y 1 and Y 2 are independently selected from the group 
consisting of hydrogen, halogen, and nitro, and 

X 1 is selected from the group consisting of oxygen, nitrogen, 
sulfur and 




; and 



Q 2 is selected from the group consisting of substituted and 
unsubstituted' phenyl -naphthyl, 2-naphthyl, 9-anthryl and an aromatic 
radical of formula III: 




_ wherein 
34 n 2 is 1 or 2, 

3 Y 3 and Y 4 are independently selected from the group 

^ consisting of hydrogen, halogen, and nitro, and 

X 2 , X 3 and X 4 are independently selected from the group 
consisting of carbon, oxygen, nitrogen, sulfur and 

provided that not all of X 2 , X 3 and X 4 may be carbon; or 
a pharmaceutical^ acceptable salt thereof. 

^^Jip/ ^ ^ sfy A compound raccording-to^slain^ Q 1 and Q 2 are 

\r ^ 0 selected fr° m substituted ai\d unsubstituted phenyl. 
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A method^jaccording to claim 4 wherein the cytoprotective 



compound has theformula IV 




wherein: 



R 1 through R 10 are independently selected from the group 
consisting of hydrogen, halogen, C1-Q^lkyl, C1-(^)alkoxy, nitro, cyano, 



carboxy, hydroxy, 



amino, sulfamyl, acetoxy, 



^imethy lami ^ trifluoroalkoxy and trifluoromethyl; 

or a pharmaceutical^ acceptable salt thereof. 



6. The method according to claim 4 wherein the cytoprotective 
compound has the formula V: 



f\~\ » v 

K >-CH 2 — S=0 



CH=CH 




1 x 3 I II <P±) 




wherein R 2 , R 3 and R 4 are independently selected from the group 
consisting of hydrogen, halogen, C1-C^8^lkyl, Cr^C8^lkoxy, nitro, cyano, 
carboxy, hydroxy and trifluoromethyl; or a pharmaceutical^ acceptable salt 



thereof. 
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^7^J The method of claim^wherein the cytoprotective compound 
is selected from the group consisting of (E)-4-fluorostyryl-4->/ 
chlorobenzylsulfone; (E)-2-chloro^-fluorostyiyM-chlof6benz^sulfone; (E)- 



-4-chlorostyryl-4-chlorobenzylsulfone; (E)-4-carboxystyryl-4-chlorobenzyl 
sulfone; and (EJ^-fluorostyryl^^-dichlorobenzylsulfone. 

8. The method according to cl aim 1 wherein the 9^toprotective 
compound is according to formula VI: 



CH 0 2 S CH^feCH 




wherein: 

Rn R2. R3 an d R4 are jjfiflep^Qently selected from the group 
consisting of hydrogen, halog^,\G1-C8 alkyl, C1-C8 alkoxy, nitro, cyano, 
carboxy, hydroxy and trifluoromethyl; 

or a pharmaceuticsfily acceptable salt thereof. 

9. The mefcnod accordingjoclaim 1 wherein the cytoprotective 
compound is according to formula VII: 



06056-0277 US 



# 



280027/DAM 



-59- 



wherein 

Q 3 , Q 4 and Q 5 are independently selected from the group/consisting 
of phenyl and mono-, di-, tri-, tetra- and penta-substitutedyphenyl where 
the substituents, which may be the same or different, sue independently 
selected from the group consisting of halogen, C1-C8alKyl, C1-C8alkoxy, 
nitro, cyano, carboxy, hydroxy, phosphonato, amima, sulfamyl, acetoxy, 
dimethylamino(C2-C6 alkoxy), C1-C6 trifluoroalk^xy and trifluoromethyl; 
or a pharmaceutically acceptable salt thereof. 

1 0. The method according to clairjfT 9 wherein the cytoprotective 
compound is according to formula Vila: 



— R 2 



Vila 



wherein 

Ri and R 2 are independently selected from the group consisting of 
hydrogen, halogen, VC1-C8 alkyl, C1-8 alkoxy, nitro, cyano, carboxy, 
hydroxy, and trifluOTomethyl; and 

R 3 is selected from the group consisting of unsubstituted phenyl, 
mono-substitutpd phenyl and di-substituted phenyl, the substituents on 
the phenyl ring being independently selected from the group consisting of 
halogen ancr C1-8 alkyl; or a pharmaceutically acceptable salt thereof. 



\\f.J The method of claim 10 wherein the cytoprotective 
compo/nd is 2-(phenylsulfonyl)-1-phenyl-3-(4-fluorophenyl)-2-propen-1- 
one. 
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12. The method of claim 1 wherein the cytoprotective compound 
is of the Z-configuration. 

1 3. The method according to claim 1 wherein the cytoprotective 
compound is administered at least about4>rours before administration of 
the mitotic phase cell cycle inhibitor or topoisomerase inhibitor. 

14. The method according to claim 1 3 wherein the cytoprotective 
compound is administered at least about 12 hours before administration 
of the mitotic phase cefl cycle inhibitor or topoisomerase inhibitor. 

1 5. The method accordingj^oclainr^4 wherein the cytoprotective 
compound is administered at least about 24 hours before administration 
of the mitotic phase cell cycle inhibitor or topoisomerase inhibitor. 




1 6. The methodj^cording ta^laurLt3 wherein the mitotic phase 
cell cycle inhibitor is afefeated from the group consisting of vinca alkaloids, 
taxanes, naturally ocbunriag macrolides, and colchicine and its derivatives; 
and the topoisomerasfe^lnhibitor is selected from the group consisting of 
camptothecin, etopo/ide and mitoxantrone. 

1 7. The metho^ccording to^lainr^ wherein the mitotic phase 
cell cycle inhibitor is selected from the group consisting of paclitaxel and 
vincristine. * 




18. A metf\od for treating cancer or other proliferative disorder 
comprising administefong to an animal an effective amount at least one 
cytoprotective a,p unsaturated aryl sulfone compound followed by an 
effective amount of at \east one mitotic phase cell cycle inhibitor or 
topoisomerase inhibitor Jrfter administration of the cytoprotective a,p 
unsaturated aryl sulfone compound. 
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1 9. The metfefod according4e^laiQVl 8 wherein the cytoprotective 
compound is ad/hinl£tered at least about^Thours before administration of 
the mitotic phase^ffetPfcycle inhibitor or topoisomerase inhibitor. 



20. The method^cording^to^laiQ^I 9 wherein the cytoprotective 
pound is administered at least about 12 hours before administration 
the mitotic phase cell cycle inhibitor or topoisomerase inhibitor. 



21 . The method according tQLCIa|m2>0 wherein the cytoprotective 
compound is administered at least about 24 /hours before administration 
of the mitotic phase cell cycle inhibitor or topoisomerase inhibitor. 



y227j) The method of claim 18 whereirv the cytoprotective 
compjoundjs selected from the groufTconsisting of^0^flu^^ 
/cNorobenzylsul^^ (E)- 



^4-cKlbrostyryl-4-chlorobenzylsulf9ne; (E)-4-carboxystyryl-4-chlorobenzyl 



sulfonerand"(E)-4-fluorostyryl-2,4-dichlorobenzylsulfone. 




